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Clinical implications on HBV preS/S
mutations and the effects of preS2
deletion on mitochondria, liver fibrosis,

and cancer development

Hepatology

2021/03
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Highlights of our present findings:

IA long-term case-control follow-up study revealed that HCC occurrence was
associated with preS mutations (17.6% vs. 8.0%; p=0.008), and preS
mutations increased risk of HCC (HR: 3.210, 95% CI: 1.072-9.613; p=0.037).
ILongitudinal analysis showed that in patients who had chronic hepatitis B
prior to HCC development, antiviral therapy reduced risk of HCC (HR: 3.210,
95% CI: 1.072-9.613; p=0.037). HCC occurrence rate was reduced in patients
with preS mutations under antiviral therapy (1-yr: 5% vs. 35%, 3-yr: 7% vs.
41%, 5-yr: 7% vs. 48%; log-rank p<0.001).

IExpression of naturally occurring secretion-defective preS2 deletion mutant
(preS2AMT) in an HBV-transfected cell model resulted in HBSAg retention in
ER, unfolded protein response, calcium overload in mitochondria with
consequent decrease of mitochondrial motility, and reduction of mitochondria
membrane potential and ATP production.

IIn studies using humanized liver chimeric (hu-FRG) mouse model, serum
HBYV levels were ~100-fold lower in preS2AMT-infected mice than in wild-
type HBV-infected mice. Long-term replication of preS2AMT HBYV led to
upregulation of UPR and caspase-3, and enhanced liver fibrosis.

Lay Summary:

Hepatitis B virus (HBV) preS/S mutation is a major risk factor for
hepatocellular carcinoma (HCC) development in chronic hepatitis B (CHB)
patients, including those with low HBV DNA or ALT levels, and antiviral
therapy is a useful option for those with unmet need. Expression of secretion-
defective preS2AMT led to mitochondrial dysfunction, and persistent
replication of the mutation promoted liver fibrosis and HCC development.
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METTL3-dependent N6-methyladenosine
RNA modification mediates the
atherogenic inflammatory cascades in

vascular endothelium

Proc Natl Acad

Sci USA.
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Aiir pollution exposure and idiopathic pulmonary fibrosis (IPF) cause a poor
prognosis after SARS-CoV-2 infection, but the underlying mechanisms are
not well explored. Angiotensin-converting enzyme 2 (ACE2) and
transmembrane serine protease 2 (TMPRSS2) are the keys to the entry of
£ £ Upregulation of ACE2 and TMPRSS2 by SARS-CoV-2. We measured ACE2 and TMPRSS2 levels in lung tissues of
R e | e particulate matter and idiopathic Particle and Fibre 3.26% |control non-IPF and IPF patients, and used murine animal ~ models to study
"?ﬁ? g %5 g7 | Zxla - xvﬂ‘ﬂ‘ . _ i i 2021/03 7.546 . i
- pulmonary fibrosis: a potential role in Toxicology (3/92) |the deterioration of IPF caused by particulate matter (PM) and the molecular
1 severe COVID-19 pathways involved in the expression of ACE2 and TMPRSS2. These data
suggested that risk of SARS-CoV-2 infection and COVID-19 disease severity
increased by air pollution exposure and underlying IPF. It can be mediated
through upregulating ACE2 and TMPRSS2 in  pulmonary fibroblasts, and
prevented by blocking the IL-8/CXCR1/2 pathway.
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4D spatiotemporal modulation of
biomolecules distribution in anisotropic

corrugated microwrinkles via electrically

manipulated microcapsules within
hierarchical hydrogel for spinal cord
regeneration

Biomaterials
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Female Desire and Transfonned
Masculinity : Imogen Cunningham’s
Photographs of the Male Nude

Concentric:
Literary and

Cultural Studies
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This paper explores how Imogen Cunningham boldly envisioned woman-
made, white masculinity and parodic subversions of the nonnative gender
roles in her pioneering photographs of male nudes, which have received little
attention in gender studies. Of special interest to me will be investigating the
collusion and collision of Cunningham's gaze with the New Woman s gaze
toward the woman-made men in the early-twentieth-century dance culture in
theater and dance hall. My argument is that the New Woman’s emergence as
the primary figure in the consumption of the ethnically-other type of
androgynous masculinity, gradually established in the dance culture,
stimulated Cunningham to articulate her own fascinations and desire for the
male nude through her photograph s. However, her most innovative
performative intervention, | believe, lies in directly offering a startling
transformation of gender norms through shooting the sexually desirable
white, male body without dissimulating her fantasy around the liminal
Oriental scenarios.

I would also like to apply Judith Butler’s gender theory to further interpret
how Cunningham created a radical New Woman's alternative visual practices
for female desire and pleasure, which enacted a feminist deconstruction of the
nonnative gender roles played by white man and woman in her day.




